. Specific binding of SAM68 to SMN2 pre-mRNA and motor function analysis of non-SMA Sam68 −/− mice. (A) CLIP assay of SAM68-bound SMN2 pre-mRNA in brain of non-SMA mice (SMN2Δ7;SMN2;Smn +/+ ) that are wild type (wt) or knockout (ko) for Sam68. Signals for SAM68 binding were calculated as fold enrichment versus IgGs and expressed as mean ± SD. n = 2. (B) Time required for pups to stand up after being placed on their sides for non-SMA Sam68 −/− mice and non-SMA Sam68 +/+ mice at 8 and 10 dpp. Figure S2 . Sam68 ablation promotes SMN2 splicing and expression in SMAΔ7 mice. (A) qPCR analysis of SMN2 transgene transcripts normalized with Actin mRNA in cortex, cerebellum (Cereb), and spinal cord (S.Cord) of 10-dpp SMAΔ7/Sam68 +/+ and SMAΔ7/Sam68 −/− mice. Bar graph represents mean ± SD. n = 5. (B) Western blot analysis of SMN and GEM IN2 protein expression in cortex and cerebellum of 10-dpp non-SMA mouse (wt) and SMAΔ7 mice (SMA) that are either Sam68 +/+ (wt) or Sam68 −/− (ko). GAP DH was used as the loading control. (C) Western blot analysis of SMN protein expression in cortex, cerebellum, and spinal cord of 10-dpp non-SMA mice that are either Sam68 +/+ or Sam68 −/− . Actin was used as a loading control. The results shown in C are representative of two experiments that yielded similar results. (D) Densitometric quantification of the Western blot signals for SMN and GEM IN2 bands normalized for GAP DH is shown at the bottom (mean ± SD; n = 3). Statistical analysis was performed by one-way ANO VA test followed by Bonferroni's multiple comparison posttest (*, P < 0.05; **, P < 0.01). ko, knockout; wt, wild type. Figure S3 . Ablation of Sam68 ameliorates innervation of NMJs in masseter muscle. (A) NMJ immunofluorescence images from masseter of 10-dpp non-SMA, SMAΔ7/Sam68 +/+ , and SMAΔ7/Sam68 −/− (SMA) mice. Staining was performed as described in Fig. 6 A. Bar, 100 µm. Arrows point to innervated NMJs (yellow staining), and arrowheads point to denervated NMJs (green staining). (B) Bar graph (mean ± SD; n = 3) showing the percentage of innervated (left) and denervated (right) NMJs in masseter of non-SMA, SMAΔ7/Sam68 +/+ , and SMAΔ7/Sam68 −/− mice. Statistical analysis was performed by one-way ANO VA followed by Bonferroni's multiple comparison posttest (**, P < 0.01; ***, P < 0.001; ns, not significant [P > 0.05]). Figure S4 . Peripheral organ phenotypes are ameliorated in the SMAΔ7/Sam68 −/− mice. (A) qPCR analysis of the expression of Igf-1 and Igfals mRNAs in liver of 10-dpp non-SMA/Sam68 +/+ , non-SMA/Sam68 −/− , SMAΔ7/Sam68 +/+ , and SMAΔ7/Sam68 −/− mice. Values were normalized with Actin mRNA. Bar graphs represent mean ± SD; n = 6. Statistical analysis was performed by one-way ANO VA test followed by Bonferroni's multiple comparison posttest (*, P < 0.05; **, P < 0.01; ***, P < 0.001; ****, P < 0.0001; ns, not significant [P > 0.05]). (B) Representative hematoxylin and eosin staining of liver sections obtained from non-SMA and SMAΔ7/Sam68 +/+ or SMAΔ7/Sam68 −/− (SMA) mice. Inflammatory cell infiltration (arrows) and steatosis (arrowheads) are indicated. Bar, 20 µm. (C and D) qPCR analysis of the expression of oxidative stress biomarkers in liver (C) and heart (D) of the mice described in A. Values were normalized with Actin mRNA. Bar graphs represent mean ± SD; n = 6. Statistical analysis was performed by one-way ANO VA test followed by Bonferroni's multiple comparison posttest (**, P < 0.01; ****, P < 0.0001; ns, not significant [P > 0.05]). (E) Bar graph (mean ± SEM; n = 4) showing the width of the IVS of non-SMA, SMAΔ7/Sam68 +/+ , and SMAΔ7/Sam68 −/− mice. Statistical analysis was performed by one-way ANO VA test followed by Bonferroni's multiple comparison posttest. *, P < 0.05; ***, P < 0.001. r.l., relative level. 
